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TCGA: Cancer Genome Atlas Research Network: Integrated genomic analyses of ovarian carcinoma. Nature 474:609-15, 2011

The study was designed to have 80% power to detect improvement of median PFS from 15 weeks with gemcitabine alone to 27.3 weeks with
gemcitabine/berzosertib using log-rank test at a one-sided alpha level of 0.1, randomizing 64 patients (32 patients on each arm) was assumed
to achieve the required 50 PFS events allowing a 5% dropout. Anticipating that 10% of subjects would not be evaluable, maximum total
number of patients to be enrolled was 70.

Patients with no available data due to not enough tumor material were excluded from analyses.

There were no attempts for replication due to the nature of the study. Specifically, each patient received one treatment (gemcitabine or
gemcitabine/berzosertib) and due to tumor tissue availability biomarker assessment was performed once for each patient.

This was a multicentre, open-label, randomized, phase 2 study. Randomisation was done centrally using the Theradex Interactive Web
Response System, stratified by platinum-free interval, and with a permuted block size of six. Following central randomisation, patients and
investigators were not masked to treatment assignment. More details are publicly available in Lancet Oncology (Konstantinopoulos et al.
Lancet Oncol, 2020).

The investigators were blinded to group allocation at the time of data acquisition and data analysis.

Staining for ATM was performed on FFPE sections using the anti-ATM antibody (clone Y170, Abcam, ab32420) at a dilution 1:100.

The anti-CCNE1 (clone HE12, Cell Signaling, #4129) was used for assessing CCNE1 levels at a dilution 1:60,000.

The ATM IHC assay was developed using immortalized fibroblasts derived from AT patients. These cells were complemented with
either empty vector (negative control) or a vector encoding ATM (positive control), embedded in paraffin and used as controls for
assay development. The assay was validated using WT and ATM-/- cells generated using CRISPR (Ref. PMID: 32127357). The
following link describes data provided by the manufacturer https://www.abcam.com/atm-antibody-y170-ab32420.html.

The IHC assay for CCNE1 was developed based on the publication by Scaltriti et. al. (PMID: 21321214). FFPE blocks of high grade
serous ovarian cancer PDX models with and without CCNE1 amplification was used to develop the assay. The following link describes
data provided by the manufacturer https://www.cellsignal.com/products/primary-antibodies/cyclin-e1-he12-mouse-mab/4129.




